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Abstract 

NEW MATERIAL: A compound expressed by formula I [R is H, lower alkyl, etc., Y is 
0R<1> (R<1> is H, aralkyl, etc., provided that R<1> is not H or methyl when R is H) or 
formula II (R<2> and R<3> are H, substituted phenyl, etc.)]. 

EXAMPLE : O-methyl ester derivative of K-252 expressed by formula IV. 

USE: An protein kinase C inhibitor useful for preventing and treating diseases, allergy, 

tumor, etc., of cardiovascular systems. 

PREPARATION: For example, K-252 expressed by formula m (RA is CH3; RB is H) is 
hydrolyzed with an alkali, e.g. NaOH, in an equivalent amount of 1-1.5 times based on the 
K-252 in a solvent, e.g. methanol, etc., and the product is then reacted with an alkyl halide 
expressed by the formula RaX (Ra is lower alkyl or aralkyl; X is halogen) in an inert 
solvent, e.g. DMF, etc., to afford the aimed compound expressed by formula I (R is lower 
alkyl, aralkyl, etc.; R<1> is H). 
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(s. 3H>. 2.10 (dd. lR t J*5. 14Hz), 1.95- 

1.5 (a. 6H). 1.65 (s. 3H) 
o M S «/z 5 6 3 ( M*+ 1 ) 
ISJSfllS. 

/f^Tt K» (7a) 




H 'So^ 

CONHCH, 

<l&to (3^a ) 2. 5 g<Dtttt**-* ( 6 0»1) 

-f ^4 0»l*2m;La#Lfc. *fcfc***fcU x 
**x--F*Tftfr». «ETlCfc«LT, &* 
fe&5fe#<DO- T*f*-lfD.f K(5i) 
2. 2 9 g ( 8 8 % ) 

tt&fe (£a ) 2 0 Bag (0.'4»ol) OMfc 
< P,0, ) 7o a ( 5>i ) 3 0 



^S3B3G2-155284 (8) 

m \*\*JlV* 9 J Sal***. 
W«#Lfco KJ&jR£&KTHF 7 Offll^flD* 

4-'(?oo**.ft.->*/_ji,) -CfllJItT^ 
fc»fefc;fctt<D<£a) 1 0 9 o* ( 5 8 H ) *» 

oMjH 2 6 1- 2 6 3 t (CH,OH) 
o'H-NMR (DMSO-d.) d 9. 22 <d, 
1H. J=7.9Hz). 8.1-7.8 (o. 3H>. 7.55-7.25 
(». 4N), 7.04 (dd. 1H. JM.7. 7.5Hz). 5.04 
(d. 1H. J»l7.5Hz). 4.97 <d. IH, J=l7.5Hz>. 
3.26 (dd, |H. 5. 13.6Hz). 2.81 (d. 38. 
JM.7Hz). 2.12 (s. 3H). 2.04 (dd. 1H. J=4. 7. 
13.6Hz) 
o M S a/z 4 6 8 ( M * ) 

olR (KB r ) 3440. 1670. 1590. 1535. 1460. 
745 ca" 



x + jut % K {* (7 b ) 



**> 7 b 119«g(62 

oMA 2 3 8 - 2 4 0 t ( C H,0 H ) 
°'H-NMR (DMSO-d.+ CDCi,) d 

9.27 (d. 1H. J=8Hz). 8.1-7.9 (a. 2H). 7.8 

-7.2 (a. 5H). 7.65 (dd. 1H. J=5. 7Hz). 

5.06 (d. 1H, J=17Hz). 4.86 (d. 1H. J=17Hz). 

3.7-3.15 (a. 3H). 2.32 (dd. IH. J*5. 14Hz). 

2.23 (s. 3H). 1.32 (t. 3H. J=7Hz) 
o M S «/z 4 8 1 (M* + 1 ) 



-*otf* T * >Jl*) x »*fett*tt(D7 c 115 
m(Si%) 

o»& 2 2 6 - 2 2 8 t: (CH,OH) 
o'H-NMR (DMSO-d. + CDC*,) 9 
9.11 (d. 1H. j.gRi). 8.1-7.9 (a. 2H). 7.75 



-7.1.(9. 5H), 7.00 (dd. 1H. J=5. 7Hz). 
4.98 (d. 1H. J»l7Hz). 4. 71 (d. IK. J=17Hz>. 
3.65-3.15 (a. 3H). 2.58 (dd. 1H. J-7. 14Hz). 
2.20 (s. 3H). 1.73 (a. 2H). 1.07 (t. 3H. J 
«7Hz) 

o M S a/z 4 9 5 ( M* + 1 ) 
9111 0918. 

2 - b K a * * x * >v T $ K»(?d) 



atoms tm&KDx&T*, 4t4*£ a**cfx 

^/-/n-;yJ:D, «IIIStt5fettOTd 1 1 8 

«g ( 5 9 %) 

oM& 2 37-2 3 9 t (CH, OH) 

o'H-NMR (DMSO-d f + CDC*,) d 
9.29 (d. 1H. J*8Hz), 8.2-7.8 (a. 3H). 7.7 
-7.15 (■. 4H). 7.04 (dd. IH. J=5. 7Hz). 
4.98 (br s. 2H). 3.9-3.45 (a, 4H). 3.31 
(dd. IH. J»7. 14Hz). 2.29 (dd. 1H. J=5. MHz) , 
2.23 (s. 3H) 

o M S »/z 4 9 7 ( M*+ 1 ) 

&ttfll9. 

T — U Kttc (7 c) 
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»«fe»*«<D^e 115«<54 

%) *%1z. 

oMA 2 8 2-2 8 3 t (CH,OH) 
o'H-MJIR (DMSO-d.+ CDCi,) d 
9.27 (d. 1H. J=8Hz). 8.2-7.2 (a. 12H), 
7.11 (dd. 1H. J=5, 7Hz). 5.05 (d. IH. J=17 
Hz), 4.83 <d, 1H. J*17H2). 3.41 (dd. IH, J 
=7. 14Hz). 2.50 (dd. IH. J=5. 14Hz), 2.31 
(s, 3H) 

o M S «/x 5 2 9 ( M* + 1 ) 
31110120. 
T 5 Kft ( 7 f ) 



^J8W15tRfll©^ttT?. <t&t»£a*Jctf 
2 8 Xry*-r*J:0. f 
9 3«g ( 5 1 %) *»fc<, 

o»j& 2 6 2 - 2 6 5 t (CH,CI,-GH,OH) 
o'H-MMR (DMSO-d. + CDCI.) * 

9.30 (d. IH. J*8H2). 8.15-7.1 <«. 7H). 

7.05 (dd. IH. J-5. 7Hz). 4.99 (br s, 2H). 

3.33 (dd. IH. J*7. MHz). 2.39 (dd. IH. J* 

5. MHz), 2.29 (s, 3H> 
o M S m/t 4 5 3 ( M* + i ) 



ftBflOa 62-155284 (9) 

£* mi. 

N-tKo*'/TtK|»(7g) 

Ko*'/;i,t^J:^ «Hfel9^tt(D?g 9 1 
og ( 4 9 96 ) *»fco 
o«& 2 5 9 - 2 6 3 t (CH,OH) 
o'H-N MR (DMSO-d, + CDC£,) 9 

9.28 (d. IH. J=8Hz). 8.15-7.8 <«, 2H). 

7.7-7.15 (a. 5H). 7.06 (dd. IH. J=5. 7Hz). 

5.06 (d, IH. J-17H2). 4.86 (d, IH. JM7Hz), 

3.36 (dd. IH. J»7. 14H2). 2.33 (dd. IH. J- 

5. 14Hz). 2.26 (?, 3H) 
o M S o/2 4 6 9 (M*M) 

g«m2. 



% »«15 t mm <0*&V. <fc£fo 5 a XXO V 
>f^T?y,t^ fcHfe«;fcl*©Th 9 2 m 

( 4 8 X) 

o»/a 2 3 5 - 2 3 6 X: (CH.OH) 
o'H-MMR (DMSO-d, + CDCi,) * 
9.16 (d. IH, >8Hz). 8.1-7.8 (a. 2H). 7.7 
-7.1 (<n. 5H). 6.95 (dd, IH. J=5. 7H2). 



3.74 (br s. 3H). 3.63 (dd. IH. J=7, 14H2). 

3.16 (br s. 3H). 2.50 (dd. IH. J-5. 14Hz). 

2.23 (s. 3H) 

o MS a/2 4 8 1 ( M*+ 1 ) 
£ffi0923. 

9 K«E ( 7 i ) 



'J fcftfett*1*CD7 i .~9 7«z ( 4 »> 

o»a* 240-243t(CH s OH) 
o'H-MMR (D'MSO-di+CDCii) * 

9. 18 (d. IH. J=8Hz). 8. 05-7. 75 <«. 2H). 

7.7-7.1 (». 5H). 6.96 (dd. IH. J=5. 7H2). 

4.84 (br s. 2H). 4.25 -3.7 (a. 8H). 3.66 

(dd, IH. J=7. 14Hz). 2.54 (dd. IH. J=5. 14 

H2). 2.25 (s, 3H> 
o M S a/z 5 2 3 ( M' + 1 ) 
Sttfll. 

SfStt** T. Nishi2uka et a!. OXfe CJ. Biol. 
Chea., 25L. 13341 (1982)) UTMfc Lfc. 
S**Ml:£1»<Dai**£;U R*Stt*5 OKISS 
( r Co) ***>fc 0 1 



* 1 ' * 



ft £ ft 1 Co. ng/al 

3 a 13 

£a 5 0 

6 a 4. 4 

6 g 5. 0 



SK012. 

i*ffl 1 5 0 - 1 8 0 g (05 * ^ttx *tt 
ttTCttHll»5E-ti-L*, Su! 1 iran ^ CD^& C J. 
laauool. Hi,. M73. (1975) ) C*l;Tft&L 
fcBE?*$fflSSE&« (nasi cell aediua) (MCM 
£*82> fflldt : 1 SOniM NaCi, 3. 7 m M 
K C * . 3 m M Na,HP0..3.5mM 
K H , P O « , 1 m M CaCii, 5. 6mM/ 
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"3 -* , 0. 1 &*iftl»T*;/ X y , 1 0 U /ol 
^'<'J >) . 6»l/anio*l*|*&F*3C£ALfco 
«B* 2 *Lfc«K HKLHB^jK 

i ooxgt 5 dwat^^aa. 

»MCM*MT3i*jlL, RfcttKliEfcaj 
53 » 3&< W 3 x 1 0' cells/»l «fc ft** o cnngt 

(peritoneal exudate cells, PEC 
*«MLfc. tt*. JETttfflfcOPlJSIiO. 0 5 

Off o /w 0 c<DJ: 5 C Ltdfc P E C la! * 3 7 

**©fct*8« 0. i*l*an;tT 1 0 #Rfl4 y* * 
^-Hn 7#*7rf f*-L-*uyl 00 
ffl/niac;3y*t/^J > A 1 0 0 0 flg/a] 

h Liz. *ftLfc4i*fi* 3»l*to*.T«J6* 
*±«U 4 1 lOOxgtl 0 

y«l*/h&©:5& Cru^*'- 27. 67 (1978) 3 
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5 0 96 ^D^I-r ( I C,o) 

fcm*m2atc*ro 

* 2 * 



it & m 


ICjo, ng/ml 




2 9 0 


i f 


7 6 







x|00 



% m o as a 

*fc&& (I) * J:cf^(DJSii, 

ft***-*. 

ftfrfciiHA (102) tS 

«*# to a * * /<2!& 
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